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Metastaticgrowthindistantorgansisthemajorcauseofcancermortality.Wehavenow
identifiedtwokeymechanismsessentialfOrtheinitiationofmetastasis:first,asmallpopulationof
cancerstemce11s(CSCs)thatiscriticalfbrmetastaticcolonization.TheseCSCsrepresentastable
populationoftumourcellswhichselectivelysurviveandproliferateuponmetastaticseedingand
therebydrivetheinitialexpansionofcancercellsatthesecondarysite.Incontrast,non-CSCsfail
togrow,arerapidlylostanddonotde-differentiateintoCSCsinvivo.
Second,wefindstromalnichesignalstobecrucialfOrthisprocess.Weidentifytheextracellular
matrix(ECM)componentPOSTNtobeexpressedbyfibroblastsinthenormaltissueandinthe
stromaoftheprimarytumour.Importantly,infiltratingtumourcellsneedtoinducestromalPOSTN
expressioninthesecondarytargetorgantoinitiatecolonization.ThisECMproteinisrequiredto
allowcancerstemcellmaintenanceandblockingPOSTNfUnctionpreventsmetastasis.POSTN
recruitsWntligandsandtherebyincreasesWntsignallingincancerstemcells.
Wesuggestthattheeducationofstromalcellsbyinfiltratingtumourcellsisanimportantstepin
metastaticcolonizationandthatpreventingde-novonichefbrmationmayrepresentanovel
treatmentstrategyagainstmetastaticdisease.
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